Memantine plus clozapine may be an effective pharmacologic strategy in the treatment of refractory schizophrenia.
Self-Help Methods for Social Anxiety?
Guided and Unguided Self-Help for Social Anxiety Disorder: Randomised Controlled Trial. Furmark T, Carlbring P, et al: Br J Psychiatry 2009; 195 (November) : [440] [441] [442] [443] [444] [445] [446] [447] Self-help book guide use to treat social anxiety appears to have sustained improvement effects comparable to a similar method, but boosted with therapist support.
Background/Objective: The authors of this study separately completed work that showed the efficacy of an internet-based cognitive-behavioral therapy (CBT) intervention for social anxiety disorder with therapist feedback when compared to traditionally delivered CBT. They decided to explore whether a book form of this intervention (bibliotherapy) was just as effective, and that the degree to which, perhaps, that the therapists' availability element, however at a distance, was important. Methods: Subjects were recruited through different media announcements and links with anxiety disorder related advocacy or provider groups. Potential subjects completed a standardized anxiety screen online, the Social Phobia Scale (SPS) and the self-rated Montgomery Asberg Depression Rating Scale (MADRS). Subjects needed to meet the criteria for social anxiety disorder, have a score <31 on the MADRS, and not be in other psychological therapy. Also, any psychopharmacology had to be at a stable dose for the prior 3 months. Subjects were randomized to 2 trials, one which involved further randomization to internet-based CBT (ICBT), bibliotherapy, or a waiting list control condition, while the other involved ICBT, bibliotherapy alone, bibliotherapy with internet-based discussion group or with internet-delivered applied relaxation therapy (IAR). These together generated 5 treatment arms. The manual (bibliotherapy) was organized around modules that explained the cognitive model for social anxiety and introduced cognitive restructuring, guided exposure exercises and attention training, as well as social skills and relapse strategies. The discussion group was part of ICBT and the bibliotherapy ("plus") group and involved an online forum with other subjects. Internet "therapy" involved email-based support from therapists to review use of, questions about, and feedback for, homework assessment and CBT program steps. This therapy support was available to those in the IAR and ICBT arms. Outcomes assessments were administered over the internet at baseline, immediately upon completion of treatment, and 1 year later. Results: ICBT and bibliotherapy only groups showed significant, and comparable, improvement on all social anxiety and mood measures compared to controls after treatment. ICBT had the greatest effect sizes, but comparable effects were found by those with bibliotherapy users augmented by group discussion. One year later, bibliotherapy users maintained their gains, while ICBT users showed evidence of further improvement with a significant difference in its favor on some scores, such as the Social Phobia Scale. Conclusions: Manual-driven self care alone appears effective for social anxiety, although longer-term improvement may be seen from such methods augmented by limited, structured feedback from a therapist. Reviewer's Comments: This study furthers the idea of primarily self-driven treatment, and while it seems to still support the value of an expert clinician in the loop, it support s the practice of using even more accessible modes of help, perhaps as a first line of treatment. (Reviewer-Gary S. Belkin, MD, PhD, MPH).
Chronic Stress Accelerates MCI in Older Adults

Effects of Chronic Stress on Memory Decline in Cognitively Normal and Mildly Impaired Older Adults.
Peavy GM, Salmon DP, et al: Am J Psychiatry 2009; 166 (December): 1384 166 (December): -1391 Repeated life stressors may accelerate memory decline in older patients with mild cognitive impairment, but not in control subjects without baseline memory problems.
Background:
There is increasing evidence that in young adults, chronic stress leads to an allostatic burden of cortisol, which is thought to adversely affect memory via glucocorticoid receptors in the hippocampus and other limbic areas by initiating a cascade of neurotoxic events. Objective: To examine whether chronic stress accelerates cognitive decline in older adults with and without mild cognitive impairment (MCI) and to correlate this finding with baseline diurnal cortisol concentrations. Participants/Methods: Participants were 65 to 97 years old (mean age, 78 years) and lived independently. A total of 102 participants were enrolled in the study (61 cognitively normal patients and 41 patients with MCI), but only 52 patients (25 in the control group and 27 in the MCI group) were followed longitudinally for 1 to 3 years. Stress levels were assessed by the Life Events and Difficulties Schedule administered at baseline and every 6 months. Five salivary cortisol samples were obtained every 6 months between awakening and bedtime. The Mattis Dementia Rating Scale and several memory tests evaluating recall, verbal learning, and logical memory were administered every 6 months for up to 3 years. Results: Cognitively normal patients did not show appreciable changes in dementia rating scores or cognitive function over the 1-to 3-year period regardless of life stress or cortisol concentrations. Patients with MCI demonstrated a significant decline in dementia rating scores and memory assessments, which were exacerbated by chronic stress and somewhat ameliorated by higher cortisol levels. Male gender was often associated with a slower rate of cognitive decline. Conclusions: Chronic stress only accelerated cognitive decline in patients with a baseline diagnosis of MCI. High cortisol was protective in this group, had no effect in the control group, and was not statistically correlated with life stress. Reviewer's Comments: In this study, chronic stress accelerated memory decline in the context of MCI. There are several unknown variables in this study, including the lack of information regarding antidepressant treatment, psychotherapy, and depression scores, all of which can confound both memory function and diurnal cortisol. Although patients were excluded if they met criteria for moderate or severe major depression at baseline, we are not given information regarding psychiatric condition afterward. Furthermore, the authors had no data on whether the participants were exposed to early life trauma, another confounder of adult stress reactivity. (Reviewer-Charlotte O. Ladd, MD).
Older Parental Age May Partially Account For a Child's Behavior
Maternal Age and Paternal Age Are Associated With Distinct Childhood Behavioural Outcomes in a General Population
Birth Cohort. Older paternal age appears to be associated with offspring who are more assertive/willful, impulsive and hostile, whereas advanced maternal age may decrease the risk for these behaviors.
Background: There is mounting evidence that advanced paternal age (APA) has been linked to schizophrenia, to autism spectrum disorders, and even bipolar disorder. There are many more germline cell divisions during the development of a sperm compared to an oocyte. Each time the cell divides, the replication of the genome introduces the possibility of copy error mutations. There is a somewhat larger body of evidence that has mostly reported an association between advanced maternal age (AMA) and superior behavioral/cognitive measures in children.
Objective: To explore the association between paternal and maternal ages and behavioral measures in children using a large prospective birth cohort. Participants/Methods: The Collaborative Perinatal Project (CPP) recruited pregnant women from 12 university-affiliated hospital clinics in the U.S. from 1959 to 1965. The final sample size for this study was 21,753 offspring from this project. The mean maternal age was 24.8 years, and the paternal mean age was 28.4 years. The offspring of the women were followed up at regular intervals until the children reached age 7 years. At age 7 years, psychologists administered a battery of cognitive and motor tests to the children. Based upon this interaction and a period of free play, psychologists provided structured ratings of the child's behavior. The study design then separated the ratings into 2 factors: "internalizing behavior," which includes shy/withdrawn behaviors and "externalizing behavior," which includes assertive/willful and/or hostile behaviors. Then, there were 2 models created for the statistical analyses. The first model took into account the other parent's age. The second model adjusted for race, socioeconomic status, and parental mental health. Results: For every 5-year increase in paternal age, there was an increased odd of externalizing behavior by 12% in offspring. Internalizing behaviors did not show any statistically significant associations with APA. In contrast, for every 5 years of increase in maternal age, their offspring were at a 12% decreased risk of higher scores on the "externalizing" measure and a 6% increased risk of higher scores on the "internalizing" scores.
Conclusions:
The offspring of older fathers show adverse behavioral outcomes during early childhood, whereas those of older mothers have more mixed outcomes. Reviewer's Comments: This most surprising thing of all is that these findings occur from a sample where the mean age of parenthood may have been "older" for the early 1960s, the period of time for this dataset, but would not be considered particularly older parentage today. It would be very interesting to look at offspring of parents who are around 40 years old. (Reviewer-John G. Koutras, MD).
Steroid Abuse May Be Linked to Opioid Abuse
Anabolic-Androgenic Steroid Dependence: An Emerging Disorder. Kanayama G, Brower K, et al: Addiction 2009; 104 (December): 1966 104 (December): -1978 AAS dependence is an emerging problem and poses some unique challenges conceptually, with no clear direction for more targeted treatment.
Background: Anabolic-androgenic steroids (AAS) are a family of hormones that include testosterone and numerous synthetic testosterone derivatives. AAS users can greatly increase their muscle mass, often well beyond the limits attained by natural means. In Western societies, including the United States, the lifetime prevalence has been estimated at 3%. AAS users generally self-administer their drugs for blocks of time, which are known as "cycles." Cycles typically last 8 to 16 weeks, separated by drug-free intervals lasting months or years. Many individuals use only a few cycles of AAS, with a cumulative lifetime exposure of <12 months. If a man uses AAS in cycles, rather than continuously, the hypothalamic-pituitary axis can rebound during the drug-free intervals, restoring normal endogenous testosterone production. However, some individuals progress to nearly unbroken AAS use, which may progress to adverse medical, psychological, and social effects. Objective: To explore this syndrome of AAS dependence. Methods: A thorough review of the available literature was performed, in part utilizing the PubMed database.
Results: Approximately 30% of illicit AAS users develop dependence. Despite AAS use often beginning in the high school years, AAS dependence appears to occur primarily in the late-20s age period. Furthermore, adverse psychiatric and medical effects would probably not surface until the 30s. Since AAS use began increasing in popularity in the 1980s, and it is estimated that >1 million American boys initiated AAS use as teenagers in the last 20 years, the full impact of AAS dependence may just be emerging. Dependent AAS users have a much higher lifetime prevalence of non-alcohol substance dependence than non-dependent AAS users, with most of the differences accounted for by opioid abuse and dependence. It appears that opioid use in dependent AAS users begins both before and after the onset of AAS use. In animal studies, hamsters will self-administer testosterone sometimes to the point of death. Animal studies also suggest that AAS can modify opioid systems. Conclusions: Like nicotine, AAS use does not cause an acutely intoxicating effect and causes minimal performance impairment. However, AAS use clearly can result in dependence, which may be related to the risk of opioid abuse. Reviewer's Comments: Although there are minimal effects on performance (cognitive, etc.), the irritability, aggression, and mood swings associated with AAS use may impair social relationships. Among AAS users, those who progressed to AAS dependence did not show a greater level of body image disturbance. One possible hypothesis as to why some individuals progress to AAS dependence is that these subjects are more biologically vulnerable to the dysphoric effects of AAS withdrawal. (Reviewer-John G. Koutras, MD).
